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Review of management of purpura fulminans and two case 
reports . 

Nolan J.; Sinclair R. 
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Purpura fulminans (PF) is a haemorrhagic condition usually associated 

sepsis or previous infection. Features include tissue necrosis, small 
vessel thrombosis and disseminated intravascular coagulation. 
Gram-negative organisms are the commonest cause of the acute infectious 
type, which is often associated with multi-organ failure. An idiopathic 
variety, however, is often confined to the skin. The mortality rate has 
decreased with better treatment of secondary infections, 
supportive care and new treatments, but it remains a disabling 
condition often requiring major amputations. We describe two cases and 
review the various treatments for this condition. 
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Advances in the understanding of the pathogenetic pathways 
of disseminated intravascular coagulation result in more 
insight in the clinical picture and better management 
strategies . 

Levi M. ; De Jonge E.; Van der Poll T.; Ten Cate H. 
Dr. M. Levi, Dept. of Vascular Medicine, Academic Medical 
Center, University of Amsterdam, Meibergdreef 9, 1105 AZ 
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Seminars in Thrombosis and Hemostasis, (2001) 27/6 



7) 



CODEN: STHMBV 



Index 



(569-575) . 
Refs: 75 
ISSN: 0094-6176 
United States 
Journal; Article 
02 5 Hematology 
037 Drug Literature 

English 
English 

intravascular coagulation (DIC) is a syndrome characterized 
ntravascular activation of coagulation leading to widespread 

fibrin in the circulation. There is ample experimental and 
evidence that the fibrin deposition contributes to multiple 
The massive and ongoing activation of coagulation may 



result in depletion of platelets and coagulation factors, which may cause 
bleeding (consump^ki coagulopathy) . Recent knowledj^ on important 
pathogenetic mechSBrsms that may lead to DIC has rewflted in novel 
preventive and therapeutic approaches to patients with DIC. DIC is not a 
disease in itself but is a complication of a variety of disorders. 
However, the pathogenesis of DIC follows similar pathways in almost all 

these situations, with a pivotal role of proinflammatory cytokines. The 
cornerstone of the management of DIC is the specific and vigorous 
treatment of the underlying disorder. Strategies aimed at the 
inhibition of coagulation activation may theoretically be justified and 
have been found to be beneficial in experimental and initial clinical 
studies. These strategies comprise inhibition of tissue factor-mediated 
activation of coagulation and restoration of physiological anticoagulant 
pathways by means of the administration of (activated) protein 
C concentrate or antithrombin concentrate. 
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secondary prevention of stroke has changed considerably 

years. Numerous trial have studied the use and efficacy of 
tment that were previously used and defended on 
or anecdotal grounds. This article discusses cerebrovascular 
ubsets and reviews treatments based on evidence in 
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Several hemostatic and vascular endothelial cell markers were measured in 
3 9 patients with thrombotic thrombocytopenic purpura 
(TTP) /hemolytic uremic syndrome (HUS) and in 20 

healthy volunteers to examine the relationship between the occurrence of 
hemostatic abnormality or vascular endothelial cell injury and patient 
outcome. The plasma levels of von Willebrand factor, tissue plasminogen 
activator (TPA) , plasminogen activator inhibitor (PAI-1) , and the 
TPA-PAI-1 complex were significantly increased in TTP/HUS patients; 
however, the levels of these markers were not significantly different 
between TTP/HUS patients who survived and those who died, suggesting that 
these markers might not be directly related to outcome. The plasma levels 
of soluble granule membrane protein (GMP) -14 0 were significantly higher 

TTP/HUS patients than in healthy volunteers, suggesting that platelets 

vascular endothelial cells are activated or injured in TTP/HUS. There was 
no significant difference in GMP-140 levels between TTP/HUS patients with 
good and poor prognoses; this may be owing to the release of GMP-14 0 from 
platelets. The plasma thrombomodulin (TM) levels in TTP/HUS patients were 
significantly higher than in healthy volunteers; the plasma TM levels 

significantly higher in patients who died than in patients who survived. 
These findings showed that TM levels reflect the outcome and that the 
outcome of TTP/HUS depends on the presence vascular endothelial cell 
injury. The plasma protein C and ant i thrombin levels 

were markedly reduced in TTP/HUS patients who died compared with those 

survived. These findings suggest that reduced plasma antithrombin and 
protein C may be useful markers of systemic vascular 

endothelial injury. In conclusion, the results of this study showed that 
the outcome of TTP/HUS is related to vascular endothelial cell injury and 
that plasma TM, antithrombin, and protein C levels may 
be useful markers of systemic vascular endothelial cell injury. 
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coagulation . 

Levi M . ; De Jonge E . 

Hospital Practice, (15 Aug 2000) 35/8 (59-66) . 

ISSN: 8750-2836 CODEN : HOPRBW 

United States 

Journal; General Review 



006 
009 
010 
025 
037 

English 
English 



Internal Medicine 
Surgery 

Obstetrics and Gynecology 
Hematology 

Drug Literature Index 



Both a bleeding and a thrombotic disorder, disseminated intravascular 
coagulation presents diagnostic and therapeutic challenges. At present, 
diagnosis requires a set of blood tests; therapy focuses on reversing the 
underlying disorder and providing supportive treatment. Clinical 
studies of specific tests and treatments are now under way. 
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Y; Gabazza E C; Hayashi T; Nishioka J; Suzuki K; Shiku H; 
Nobori T 

Second Department of Internal Medicine, Mie University 
School of Medicine, Tsu-city, Mie-ken, Japan. 
AMERICAN JOURNAL OF HEMATOLOGY , (2 000 Sep) 65 (1) 35-4 0. 
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Journal; Article; (JOURNAL ARTICLE) 
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Entered Medline: 20000907 
Plasma levels of activated protein C (APC) - 
protein C inhibitor (PCI) were significantly increased 

in patients with disseminated intravascular coagulation (DIC) , thrombotic 
thrombocytopenic purpura (TTP) , acute myocardial 

infarction (AMI) , pulmonary embolism (PE) , or deep vein thrombosis (DVT) 
and in patients undergoing hemodialysis (HD) . Plasma levels of 
APC-alpha (1) -antitrypsin (AT) complex were significantly increased in 
patients with DIC and in those with TTP. Plasma levels of PCI were 
significantly decreased in patients with DIC, non-DIC, or TTP and in 

undergoing HD. In the pre-DIC stage, the plasma levels of APC-PCI complex 
were significantly increased but not those of APC-alpha ( 1) -AT complex. 
These data suggest that measurements of APC-PCI complex and 
APC-alpha (1) -AT complex may be useful for the diagnosis of DIC. After 
treatment of DIC, the plasma levels of APC-PCI complex and 
APC-alpha (1) -AT complex were significantly decreased, but not those of 
PCI. Plasma levels of thrombin -anti thrombin complex (TAT), 
plasmin-alpha (2) -plasmin complex (PPIC) , D-dimer, and soluble fibrin 
monomer (SFM) were markedly increased in patients with DIC or pre-DIC and 
were moderately increased in patients with non-DIC, TTP, AMI, PE, or DVT 



and in those undergoing HD. The receiving operating characteristic (ROC) 
analysis showed tjtf^ SFM and the APC-PCT complex a^kuseful markers for 
diagnosis of DIC.^Ke specificity of plasma TAT an™PIC levels was low. 
The positive rate of APC-PCI complex was higher than 90% with DIC, TTP , 
AMI, PE, and it was higher than 60% with DVT and HD. Since the APC-PCI 
complex was elevated not only in patients with venous thrombosis but also 
in those with arterial thrombosis, components of the protein 
C pathway might be useful markers for the diagnosis of arterial 
thrombosis. 

Copyright 2 000 Wiley-Liss, Inc. 
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AB Background and Objective. Acute generalized, widespread bleeding is often 
related to disseminated intravascular coagulation (DIC) , a pathologic 
process which complicates the clinical course of many diseases and is 
characterized by huge amounts of thrombin and plasmin within the 
circulation. The final result is the consumption of platelets, 

coagulation 

factors and inhibitors, as well as secondary hyperf ibrinolysis , all 
leading to diffuse hemorrhage and micro t hromboses . This review article 
examines the present attitudes to the diagnosis and treatment of 
overt DIC in clinical practice, emphasizing the importance of an accurate 
differential diagnosis from some other processes characterized by acute 
generalized, widespread bleeding. Information Sources. The authors have 
been working in this field, both at experimental and clinical levels, 
contributing original papers for many years, in addition, material 
examined in this review includes articles published in journals covered 



by 



the 



MedLine, recent reviews in journals with high impact factor and in 
relevant books on hemostasis and thrombosis. State of Art and 
Perspectives. DIC is an intermediary mechanism of disease which 
complicates the clinical course of many well-known disorders. Although 



systemic hemorrhagic syndrome is the predominant clinical manifestation, 
massive intravascular thrombosis frequently occurs contributing to 
ischemia and associated organ damage, making the mortality rate of this 
condition high. Current concepts on the pathophysiology, laboratory 
diagnosis and management of DIC are presented. Complex pathophysiological 
interrelations make the diagnosis of the etiology of the DIC difficult in 
clinical practice, although simple tests are useful for identification of 
patients with the process. Laboratory diagnosis of DIC is mainly based on 
screening assays, which allow a rapid diagnosis, whereas some other 
highly 

sensitive but more complex assays are not always available to routine 
clinical laboratories. The management of DIC is based on the 
treatment of the underlying disease, supportive and replacement 
therapies and the control of the coagulation mechanisms. Although some 
advances have been achieved, management decisions are still 
controversial , 

so that therapy should be highly individualized depending on the nature 

of 



the DIC and severity of clinical symptoms. Many syndromes sharing common 
findings with DlC^^uch as primary hyperf ibrinolys^^or thrombotic 
thrombocytopenic p»pura, should be excluded. Fina^^, 
new therapeutic approaches to the management of this potentially 
catastrophic syndrome are required. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Thrombomodulin (TM) , a high affinity thrombin receptor present on 
endothelial cell membrane, plays an important role as a natural 
anticoagulant It acts as a cofactor of thrombin-catalyzed activation of 
protein C, and inhibits the procoagulant functions of 

thrombin. TM is also located in other cells (keratinocytes , osteoblasts, 
macrophages,...) where it might be involved in cell differentiation or in 
inflammation. In the presence of cytokines, activated neutrophils and 
macrophages, endothelial TM is cleaved enzymatically , releasing soluble 
fragments which circulate in the blood and are eliminated in urine. 
Plasma 

TM level (pTM) can be measured using a two-site enzyme-linked 
immunosorbent assay (ELISA) . pTM level is regarded as a molecular marker 
reflecting injury of endothelial cells. It is often increased in case of 
diffuse endothelial damage as in disseminated intravascular coagulation, 
diabetic microangiopathy, Plasmodium falciparum and rickettsial 
infections, pTM is also a predictive marker of hypertensive complications 
in pregnancy. In several systemic inflammatory diseases, pTM levels are 
correlated to the activity of the disease. 
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Blood and blood product transfusion, indications, and 
proper use. 
Dzieczkowski J. 
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AB Indications for the use of blood components have been under close 
scrutiny 

since the increased fear of infectious complications. A review of 
transfusion practices reveals that many once accepted criteria were 
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unwarranted and have subsequently been modified. The currently accepted 
criteria for the J^per use of various blood produ^k are summarized as 
follows: Packed rBFblood cells: Hemoglobin level g/dL in a patient 

with normal cardiovascular function; Higher levels of hemoglobin are 
acceptable for transfusion if the patient has complicating factors such 

cardiovascular disease, hemoglobinopathy, sepsis, or critical illness; 
Acceptable indications for autologous transfusion vary with institutional 
policy. Platelets: Prophylactically for platelet counts <10,000/mm3; With 
a platelet count <20,000/mm3 and bleeding or a minor procedure; With a 
platelet count <50,000/mm3 in a patient scheduled for a major procedure; 
Documented dysfunctional platelets with bleeding or scheduled procedure; 
Contraindicated in immune thrombocytopenic purpura. 
Fresh-frozen plasma: Multiple coagulation factor deficiencies with 
prothrombin time or partial thromboplastin time or both > 1.5 normal; 
Deficiencies of factors II, V, VII, X, XII, XIII or proteins 
C or S; Emergency reversal of oral anticoagulant. Cryoprecipitate : 
Treatment for: Hemophilia A, when concentrates not available von 
Willebrand's disease; Fibrinogen < 100 mg/dL; Dysf ibrinogenemia . 
Production of fibrin glue. Clinicians who may encounter situations in 
which transfusion therapy is required are wise to keep abreast of current 
recommendations . 
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AB Plasma activated factor Vila (FVIIa) levels were measured in various 
diseases using mutant tissue factor (TF) . FVIIa levels in thrombotic 
patients and patients with idiopathic thrombocytopenic 
purpura were significantly higher than those in healthy control 
subjects. The plasma FVIIa levels in thrombotic patients treated 
with warfarin were similar to those of control subjects. The plasma FVIIa 
levels in pregnant women and patients with systemic lupus erythematosus, 
infection or malignancies were high. However, the levels in patients with 
disseminated intravascular coagulation (DIC) were not significantly 
increased. DIC patients are in a severe hypercoagulable state, and 

exhibit 

severe consumption of coagulation factors. The slightly increased FVIIa 
level in the DIC patients observed is probably considered to be caused by 
consumption of coagulation factors. The plasma FVIIa level was poorly 
correlated with other hemostatic parameters except for protein 
C in our analysis of all cases. In the analysis of DIC and 
thrombotic patients treated without warfarin, the plasma FVIIa 
level was negatively correlated with TF antigen. Plasma FVIIa levels 

might 

reflect hypercoagulability in thrombotic diseases, and a normalized FVIIa 
level in patients with thrombotic diseases should be considered to be 
associated with DIC. 
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Coagulation disorders are common in cancer patients. This article reviews 
the coagulation laboratory findings in these patients and the 
thromboembolic and hemorrhagic manifestations of malignancy. Among the 
many topics addressed are Trousseau's syndrome, disseminated 
intravascular 

coagulation, and acquired von Willebrand disease. Pathogenesis of the 
coagulation disorders and recommendations for treatment of 
various syndromes are discussed. 
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Disseminated intravascular coagulation (DIC) syndromes can be defined as 
the formation of fibrin deposits within the microcirculation, occurring 
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definite clinical situations. Their biological counterpart is a 
consumption coagulopathy. The clinical profiles of DIC have been well 
known for decades, are multiform and range from latency to overwhelming 
haemorrhagic diatheses, including also characteristic but rare 
situations, 

such as purpura fulminans, acral cyanosis and pictures resembling 
thrombotic thrombocytopenic purpura or 

haemolytic-uraemic syndrome. Biological tests of DIC show a consumption 
coagulopathy, displayed on the standard haemostasis sheet; along with 
signs of paracoagulation and/or of secondary fibrinolysis (FDP) . New 

tests 

/^have recently been introduced: D-dimers are specific and sensible; 

/ Antithrombin-III, protein C and alpha 2 -antiplasmin 

\ "also can sometimes be useful. The knowledge of the pathophysiology of DI 
\ has made advances with passing years. Fibrin deposits may be 
) non-occlusive, and indeed they are swiftly removed by a secondary 



fibrinolysis. Except in very rare situations, such as those leading to a 
cortical renal ne«fcpis, and perhaps in some ARDS, ^fcpre is little 
evidence relating to organ failure syndromes. Mreover, there is no 
clear relationship between the severity of the consumption coagulopathy 
and the prognosis. For instance, the mortality is much lower in abruptio 
placentae, where the coagulopathy is very severe, than in septic shock, 
where it is usually moderate. In septic shock, the disorders of 
haemostasis were related initially to a platelet activation, then to an 
activation of the contact system (releasing kinins and triggering 
complement cascade) , and nowadays to the activation of the extrinsic 
coagulation system. The treatment of DIC is mainly the 
treatment of its cause. Indications for heparin therapy should be 
strictly limited to a few exceptional circumstances . When haemorrhagic 
diathesis threatens, FPC and/or platelet transfusion may be indicated. 
Aprotinin can be useful in rare cases of overwhelming secondary 
fibrinolysis. Trials with antithrombin-III or Cl-esterase inhibitors are 
in progress . 



AB 



of 



16 SCISEARCH COPYRIGHT 2002 ISI (R) 
93 :460692 SCISEARCH 
LN4 92 

ETIOLOGY OF STROKE IN CHILDREN 
RIELA A R (Reprint) ; ROACH E S 

UNIV TEXAS, SW MED CTR, DEPT NEUROL, DIV PEDIAT NEUROL, 
5323 HARRY HINES BLVD, DALLAS, TX, 75235 (Reprint) 
USA 

JOURNAL OF CHILD NEUROLOGY, (JUL 1993) Vol. 8, No. 3, pp. 
201-220 . 

ISSN: 0883-0738. 
General Review; Journal 
LIFE; CLIN 
ENGLISH 
126 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Cerebrovascular disorders are more common than once suspected, and our 
ability to diagnose stroke in children has improved with the development 
of newer imaging techniques in recent years. Children have a wide array 

risk factors that promote cerebral infarction or hemorrhage, and a likely 
cause can eventually be pinpointed in about two thirds of patients if a 
thorough diagnostic evaluation is performed. Ideally, a systematic 
evaluation should confirm the presence of a cerebrovascular lesion and 
also identify the cause, concentrating initially on the more common or 
treatable risk factors. Recognition of the cause of a child's 
stroke is important, because the likelihood of recurrence depends largely 
on the etiology and whether treatment is available. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Haematological involvement is common in systemic lupus erythematosus 
(SLE) . Whilst anaemia is most often due to chronic disease, other causes 
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such as autoimmune haemolytic anaemia and hypoplastic anaemia need to be 
considered. The i^^pased risk of infection in pat^^^ts with SLE is due 

part to changes in the white blood cells though treatments do 

not yet aim to modify these. Thrombocytopenia occurs frequently and is 

almost invariably autoimmune. It is often of little consequence, but may 

occasionally be severe and serious, requiring aggressive treatment 

. Patients with SLE have an increased risk of thrombosis, increased 

further in the presence of antiphospholipid antibodies (aPL) . Changes in 

the haemostatic system and new insights into the nature of aPL are 



